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Arguments/Remarks 
Favorable consideration of this appiication is respectfulSy requested in view of the 
foregoing amendments and the folbvving remarks. CiairriS 8-10, 13, and 15 are pending in ihe. 
applicaSon. Each of the ciaims currently stand rsiected. No new matter has been added. 

Rejection Under 35 USC ^1 05(a). Obviousn ess 

Ciainis 8-10 and 13-15 are rejected urider 35 U.S.C. §103(aX as being linpatentable 
over Billich (US patent 5,538,997)(hsreafter, "Bitlfch reference') in view of Habicii (US patent 
5,633.231 )(herea1ter, "HSbich reference") and Scholz (D Schoiz eta!.. J. Meo. Cnem. (1994) 37. 
3Q79){hereafter. "Schote reference"), Specificaiiy, the Exarniner posits that Biilich teacnes the 
instantly clatjmed compoifnd (exampie 11) where the oniy difference is the N-protecting. and tvat 
n-iodificatton using Habbh and Schoiz is an obvious alteration to arrive at tiie claimed 
compounds. Appiicsnfe disagree. 

The Examiner has not established a prima facia case of obviousness. The Federal 
Circuit recently addressed obviousness of ciosely-retated chemlca! structures in Takeda Chero. 

dedsion of in r® Deue/, 51 F3d 1 552, tf-ie Court statec. 'A known compound may suggest sis 
homoiog, analog, or Isomer because suoh co-nccupos citeri h.^-ve ii.n^ilar properties and 
therefore chemists of ordinary skill would ordinariy co.ntempiaie making them to try to obtain 
compounds wfj^ improved properties'." The Court cisrified however, "that in order to find a 
prima tscie case of unpatentability in such instances, a showing that the prior art would have 
suggested making the specific molscuiar modifications necessary to achieve fie claimed 
in'/ention' was also required." 

The Court further held in Takeda, 'Thus in cases invoiving new chemical compounds, it 
remains necessary to identif\'' some reason that woola iiave led a chemist to modify a known 
compound in a particular manner to establish a prima facie obviousness of a new claimed 
compound." 

Still fiirthsr, toe CAFC has elucidated the obviousness factors for chemical structures in 
Eisai V. Or Reddys Lobora:ones{ZZZ F.3d 1353) {fe<i. Cir. 200B). The CAFC aiscussed the 
Gra.';ar,'7 factors in nevv' chemical composition cases, stating, "Post-KSR. a prima facia case of 
oDviousness for a chem-cal compound still, in general, begins with the reasoned loentiticatjon of 
a [@ad compbund," 
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it is therefore necessary that in order to establish a prsma facia case of obviousness for a 
ciiernicai cofTiposition of rpalter it 5 ne^esssry to estsbiish a tead compound from the prior art 
it is further necessE-try to establish a showing that the prior astwouid have suggested making trie 
specific rnoiscular modifications to the lead compound necessary In order to achieve the 

claimed invention. 

In the present case, the Examiner has neither identified a lead Gompound>" nor identifsed 
a leaching in the ar- which would iead one of sl<itl in the art to rnai<e the modifications to arrive at 
the claimed invention. In the abser^ce of such an analysis, a prima facia case of oPviousness 
has not been estabStshed. 

As the Examiiner states, the compounds of Biiiich et ai are contemplated as i-iiV 
^nhtbiicrs. in contrast to that, tne compcunds of the pfesent invention have found to i:-e usefui 
for the i-eatrnent of a proliferative cisease. e.g, of a solid tumor Siilich et a! exein:;iififts 51 
compounds, only 5 of whsch (Examples 4,11, 21 . 22 snd 30) show the (non chtrai) "2- 
hydroxybenzy! substitiited in 4 pos tm ■.■-[■: ■.-■ / ' as residue R4. The vast rnaiority of 
compounds (4S) possess a 2(R)-hyd!0xyinc;an t;S;-yl residue at position R4. The compounds 
with the {chiraij 2(R)"hydroxyfnaar-l(S;-yi residue at position R4 a.^e the only ciaimieti 
compounds. There is no analysis to supporithat one of these 5 compounds would be a lead 
compound." 

Schoiz et ai, J.Med.Cheru '=994, 37, 3079-3089 also teaches cnnHx.);.in;.;s as i liV 
inhibitors, in contrast to that the compounds of the present invention have found to be useful for 
the treatment of a proliferative disease, e.g. of a solid tumor. Schoiz etal determined, that 
repsacernent of the aminobenzyi group (supstituent R, genera! structure of tabie 5) by a 
berzin-^fdazoyi moiet;/ leads tc 8 4 timses more potent compou,^ ("major increase in potency") 
(compound 44 vs 6), (Page 3083, table 5 and discussion). The berizimldazoy: moiery -s also 
present in the most active compound 50. 

Tne teachings of Schoiz combined with Bistich therefore teach one of skill in the art away 
from: (simpler) benzyi derivatives towards bicyciic moieties which are either chiral or 
heterocyclic, particuiady for treatment of HiV, which the references disclose. 

The Examiner further discounts the use of the OGmoounos in treating HIV as not being 
reievant ijecause appiicants are not ciaifritng a method of treatmisrit Appiicants disagree, in 
analyz-ing pnor art for obviousness, the tctai veaching of the refererice must be cor^sidered. 
Because a compound may be useful for treatment for one particular disease is not an indicator 
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for usefulness in trsatir;g another disease. St further the tesching cf the use of compounds 
one indication may leadio moiecuiarmodifjcatiDns unnscessary and not neipfui in s different 
ind-catiori. in fact, dispars'.s disease indications Vypicai^' ;ncii:de aifferent bioiogica 
rnechan-sni of actions with iittle con-irrionalsly. The use of the compoiinds of the pri 
nesting HIV is therefore relevant because the modifications Ljsed to arrive at the prese; 
claimed compounds may not have Deen contemplated for treatment of HiV, 



Appiicants respecn'Liliy request -^n-.r-, ci r e -^rr enr.-^ient3 :o the cigs-TiS and the 
specification and submit no new matter is added Ihersby Shouid t>e Examiner have any 
questions, please contact the undersigned attDrney. 

i-iovvever. if it is daemed tnat addiuGna! fees aie required, the Coni-nissioner is 
authorized to chargs Deposit Account No, 504409 ;n the nan":e of Novariis for any fees due. 

in vievi' of the above, an early Notice cf Aiiowa.nce is respeclf jiiy requested. 



Respectfuliy submitted, 



Novaais insti!:.!:es for B. .:;v1ed}ca! R^se^rch, Inc. / - C v.---- 

220 Massachiisefis Aversue Mar1< E Saron 

Cambridge^ MA 02 1 39 Attorney for Appiicanis 

(617) 871-7347 Reg. No. 46.150 



Date: 5 April 2010 
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